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Me I 



AB The title compds . I [Z, W = N, CH; X = NH, CH2; Y = F, CI, Br, I; n = 1-3] 

were prepared for use in the production of an anti-angiogenic effect in a warm 
blooded animal such as man. Thus, reacting 6- [ 4- ( 3-aminophenyl ) -1-methyl- 1H- 
imidazol-5-yl] thieno [2 , 3-d] pyrimidin-4-amine (preparation given) with 3- 
fluorophenyl isocyanate in THF afforded 77% I [W = CH; Z = N; X = NH; Y = 3-F] 
which showed IC50 of 16 uM in in vitro Tie-2 receptor tyrosine kinase 
inhibition assay, and IC50 of 0.4 |dM in cellular Tie-2 autophosphorylation 
assay. The pharmaceutical composition comprising the compound I is disclosed. 

IT 



RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) (preparation of substituted thieno [2 , 3-d] pyrimidines and 

thiazolo [2, 3-d] pyrimidines as inhibitors of Tie-2 for use in the production 

of an anti-angiogenic effect) 
RN 862460-49-9 CAPLUS 

CN Urea, N- [3- [5- ( 4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl] phenyl] -N ' - ( 3-f luorophenyl ) - (CA INDEX NAME) 




862460-50-2 CAPLUS 

Urea, N- [3- [5- (4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl] phenyl] -N'-(2-f luorophenyl)- (CA INDEX NAME) 




- c— nh — rr^ 5 ^ 



862460-51-3 CAPLUS 

Urea, N- [3- [5- (4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl]phenyl]-N'-(3-chlorophenyl)- (CA INDEX NAME) 




RN 862460-52-4 CAPLUS 

CN Urea, N- [3- [5- (4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl] phenyl] -N ' - ( 2-chlorophenyl ) - (CA INDEX NAME) 



lie 




RN 862460-53-5 CAPLUS 

CN Ben zeneacet amide, N- [3- [5- ( 4-aminothieno [2, 3-d] pyrimidin-6-yl ) -1 -methyl- 1H- 



imidazol-4-yl] phenyl] -3-fluoro- (CA INDEX NAME) 




™t c,2 Xt f 



RN 862460-54-6 CAPLUS 

CN Benzeneacetamide, N- [3- [5- ( 4-aminothieno [2, 3-d] pyrimidin-6-yl ) -1-methyl-lH- 
imidazol-4-yl] phenyl] -2-fluoro- (CA INDEX NAME) 




CH pO 



RN 862460-55-7 CAPLUS 

CN Benzeneacetamide, N- [3- [5- (4-aminothieno [2, 3-d] pyr imidin-6-yl ) -1-methyl-lH- 
imidazol-4-yl ] phenyl ] -3-chloro- (CA INDEX NAME) 




RN 862460-56-8 CAPLUS 

CN Benzeneacetamide, N- [3- [5- (4-aminothieno [2, 3-d] pyr imidin-6-yl ) -1-methyl-lH- 
imidazol-4-yl]phenyl] -2-chloro- (CA INDEX NAME) 




NH— C— CH?- 

8 " 



RN 862460-57-9 CAPLUS 

CN Urea, N- [3- [5- ( 7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl-lH-imidazol- 
4-yl] phenyl] -N ' - ( 3-f luorophenyl ) - (CA INDEX NAME) 
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h 2 n 




-J NH— C— ' 



c—nh — r^^~"V" 



RN 862460-58-0 CAPLUS 

CN Urea, N- [3- [ 5- ( 7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl-lH-imidazol- 
4-yl] phenyl] -N ' - ( 2-f luorophenyl ) - (CA INDEX NAME) 




- C- NH rf^i 

ft ,X2 



RN 862460-59-1 CAPLUS 

CN Urea, N- [3- [ 5- ( 7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl-lH-imidazol- 
4-yl] phenyl] -N ' - ( 3-chlorophenyl ) - (CA INDEX NAME) 



h 2 n 



_C-NH r^^l^ 

i XT 



RN 862460-60-4 CAPLUS 

CN Urea, N- [3- [5- (7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl-lH-imidazol- 
4-yl] phenyl ] -N ' - ( 2-chlorophenyl ) - (CA INDEX NAME) 



h 2 n 



— NH — C — NH- 



RN 862460-61-5 CAPLUS 

CN Benzeneacetamide, N- [3- [5- (7-aminothiazolo [5, 4-d] pyr imidin-2-yl ) -1-methyl- 
lH-imidazol-4-yl] phenyl] -3-fluoro- (CA INDEX NAME) 




RN 862460-62-6 CAPLUS 

CN Benzeneacetamide, N- [3- [5- ( 7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl- 
lH-imidazol-4-yl] phenyl] -2-fluoro- (CA INDEX NAME) 



Me 




RN 862460-63-7 CAPLUS 

CN Benzeneacetamide, N- [3- [5- (7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl- 
lH-imidazol-4-yl]phenyl] -3-chloro- (CA INDEX NAME) 




RN 862460-64-8 CAPLUS 

CN Benzeneacetamide, N- [3- [5- (7-aminothiazolo [5, 4-d] pyrimidin-2-yl ) -1-methyl- 
lH-imidazol-4-yl]phenyl] -2-chloro- (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds . I [wherein ACC = fused 5-membered heteroaryl ring; G = O, S and 
NH and derivs.; Z = N and CH and derivs.; Ql = (un) substituted hetero/aryl; Rl 
= H, halo, CF3, CN, N02, OH and derivs., NH2 and derivs., SH and derivs., N- 
alkyl/N, N-dialkyl/carbamoyl, alk (en/yn) yl, N-alkyl/alkanesulf onylamino, N- 
alkylsulf amoyl , etc.; R2 = H, , OH, halo, alkyl, alkoxy, formyl, 
alkyl/dialkyl/amino; R3 = independently as defined for R4, provided that R3 is 
not H, and when R3 is attached to a N atom in A, R3 is not halo; R4 = H, halo, 
CF3, OCF3, CN, NC, N02, OH and derivs., SH and derivs., NH2 and derivs., 
formyl, C02H and derivs. , carbamoyl, N-alkyl/N, N-dialkyl/sulf amoyl, 
alk ( en/yn ) yl , alkylthio, alkylsulf inyl, alkylsulf onyl , alkanoyl, 
alkanesulf onylamino, etc.] were prepared as Tie2 receptor tyrosine kinase 
inhibitors for use in the production of an anti-angiogenic effect in a warm- 



blooded animal. Thus, reacting II (preparation given) with 1- 
[ ( isocyanophenylmethyl ) sulfonyl] -4-methylbenzene in the presence of 
piperazine/THF for 6 days gave the thieno [2 , 3-d] pyrimidine III in 48% yield. 
In a cellular assay, II inhibited autophosphorylation of the Tie2 receptor 
with an IC50 value of 2.2 jiM. I are angiogenesis inhibitors for treating 
neoplasm (no data) . 
IT 6 2 '5 4- <P, 1- [3- [b- ( 4-Aminothieno [ 2 , 3-dJ pyrimidin-6-yl ) -1- 
methyl-lH-imidazol-4-yl] phenyl] -3-phenylurea 655256-48-7P, 
1- [3- [5- (4-Aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl] phenyl] -3- [2-f luoro-5- ( tr if luoromethyl ) phenyl ] urea 655256-49 ~8P 
, 1- [4- [5- (4-Aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl] phenyl] -3-phenylurea 655256-53-4P, 1- [4- [5- (4-Aminothieno [2, 3- 
d] pyrimidin-6-yl ) - 1 -methyl- lH-imidazol-4-yl] phenyl] -3-[2-fluoro-5- 
(trif luoromethyl) phenyl] urea 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) (Tie2 receptor tyrosine kinase inhibitor; preparation of condensed ' 

pyridines and pyrimidines as Tie2 receptor tyrosine kinase inhibitors) 
RN 655256-44-3 CAPLUS 

CN Urea, N- [3- [ 5- ( 4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl ] phenyl ] -N ' -phenyl- (CA INDEX NAME) 



PhNH— C— NH 

li 

RN 655256-48-7 CAPLUS 

CN Urea, N- [3- [5- (4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl]phenyl]-N'-[2-fluoro-5-(trifluoromethyl)phenyl]- (CA INDEX NAME) 



RN 655256-49-8 CAPLUS 

CN Urea, N- [4- [ 5- ( 4-aminothieno [2, 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl ] phenyl ] -N ' -phenyl- (CA INDEX NAME) 



Me 




Me 




He 




655256-53-4 CAPLUS 

Urea, N- [4- [ 5- ( 4-aminothieno [ 2 , 3-d] pyrimidin-6-yl ) -l-methyl-lH-imidazol-4- 
yl]phenyl]-N'-[2-fluoro-5-(trifluoromethyl)phenyl]- (CA INDEX NAME) 




=> d 12; d his; log y 
L2 HAS NO ANSWERS 
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